Association study of alcoholism subtypes with a functional promoter polymorphism in the serotonin transporter protein gene.
Association studies of a reportedly functional polymorphism in the promoter region (5'-HTTLPR) of the gene encoding the serotonin transporter protein (genetic locus SLC6A4) in alcoholics have yielded conflicting results. The most frequently observed alleles of the 5'-HTTLPR polymorphism are the short and long variants; the short variant is associated with lower transcriptional activity of the SLC6A4 gene than is the long variant. To reduce the heterogeneity that may confound association studies of alcohol dependence, we examined the association of 5'-HTTLPR alleles with three dichotomous typologies of alcoholism based on sex, comorbid drug dependence, or age of onset of alcohol dependence. A sample of 471 alcohol-dependent subjects [363 European Americans (EAs) and 108 African Americans (AAs)] and 235 control subjects (192 EAs and 43 AAs) were included in the analyses. Alcohol dependence diagnoses were made using a structured interview. DNA isolated from whole blood was PCR-amplified, and genotypes were assigned on the basis of agarose gel size fractionation. Although allele frequencies differed significantly by population, there was no evidence of differences by diagnosis or as a function of any of the three subtypes. Variable findings in the literature in relation to the association of 5'-HTTLPR alleles to alcohol dependence seem to be due to factors other than the composition of study samples in terms of univariate typologies based on sex, comorbid drug dependence, or age of onset of alcohol dependence.